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Background
KSHV-associated multicentric Castleman disease
(KSHV-MCD) is a lymphoproliferative disorder asso-
ciated with severe inflammatory symptoms, cytopenias
and biochemical abnormalities. Improved techniques to
assist diagnosis and aid monitoring are required. We
prospectively assessed
18FDG-PET/CT findings in
KSHV-MCD in relation to clinical symptoms and mar-
kers of disease activity.
Methods
Patients enrolled on a natural history study of KSHV-
MCD underwent
18FDG-PET/CT at disease activity,
except where unstable, and at complete clinical and bio-
chemical remission.
18FDG-PET/CT was evaluated blind
to clinical status. Symptoms, C-reactive protein (CRP),
HIV viral load (VL) in plasma and KSHV VL in periph-
eral blood mononuclear cells were assessed. Associations
with
18FDG-PET/CT maximal standardized uptake value
(SUVmax) were explored using Spearman correlations
(CRP, symptoms, log10[KSHV VL]) or exact Wilcoxon
rank sum (HIV VL, detectable or not).
Results
26 patients (24 male, median age 43 [range 34-56], all
with HIV) were studied. In 3, we identified intercurrent
lymphoma; these were excluded from the primary analy-
sis. The remaining 23 underwent 19 studies during dis-
ease activity (16 symptomatic, 3 with laboratory
manifestations only), and 21 studies at remission.
In symptomatic patients,
18FDG-PET showed symme-
trical hypermetabolic adenopathy (diffuse in 15 [94%],
focal in 1 [6%]) and increased splenic metabolic activity
with splenomegaly (abnormal in 14 [93%] of the 15 with
intact spleens). Marrow and hepatic abnormalities were
less common and mild. In patients with laboratory man-
ifestations only, 2 (66%) had mild splenomegaly and lim-
ited adenopathy and 1 (33%) isolated adenopathy.
During disease activity, median SUVmax was 6 (2-8),
and was associated with symptom severity (R=0.61
p=0.005), CRP (R=0.54, p=0.017) and KSHV VL
(R=0.56, p=0.013), but not HIV VL (p=0.69). Intercur-
rent lymphomas (2 PEL and 1 diffuse large B-cell)
demonstrated intensely hypermetabolic abnormalities
involving restricted asymmetrical sites, with median
SUVmax 11 (range 7–38). At remission, 11 (53%) had
normal
18FDG-PET/CT; 10 (47%) had minor nodal
abnormalities and 4 (19%) mildly increased splenic
metabolism without splenomegaly. Intercurrent patholo-
gies contributed to some abnormalities. One had * Correspondence: polizzottomn@mail.nih.gov
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scans (not included in primary analysis) before relapse.
Conclusion
18FDG-PET/CT demonstrated widespread nodal and
splenic abnormalities during disease activity, improving
with remission. Subclinical disease may also be detect-
able. Findings were distinguishable from suppressed
HIV or intercurrent lymphoma by intermediate meta-
bolic intensity and diffuse anatomic distribution. SUVmax
was associated with symptom severity, systemic inflam-
mation, and KSHV burden.
18FDG-PET/CT may be a
useful non-invasive adjunct in the diagnosis and moni-
toring of KSHV-MCD.
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